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General methods:
All reactions were performed in oven-dried glassware under an atmosphere of dry argon at room temperature unless otherwise specified. All solid reagents were weighed out under open atmosphere on a Mettler Toledo AP204-S balance, except specified chemicals that were weighed out on a balance of the same model under an atmosphere of nitrogen inside a glovebox. All anhydrous liquid reagents used in volumes above 100 μL were collected by disposable luer-lock syringe used with Sterican 0.8 x 120 mm disposable spinal needles; liquid reagents of less than 100 μL volume were measured via small Hamilton glass gastight syringes. Dry MeOH, were recorded on a Bruker Avance DPX-400 or DRX-500 spectrometer, and are reported as follows: chemical shift δ / ppm (number of protons, multiplicity, coupling constant J / Hz; assignment) with residual protic solvent (CHCl 3 or benzene) used as an internal reference. 13 C NMR was recorded on the same machines at 100 and 125 Hz respectively, and are reported as: chemical shift δ / ppm (assignment) with the deuterated solvent (CDCl 3 and d 6 -benzene) used as an internal standard. High resolution mass spectrometry (HRMS) was obtained on a Bruker BIOAPEX 4.7 FTICR (+ESI) spectrometer at the Department of Chemistry, University of Cambridge.
Experimental Procedures and Characterization Data: (R)-2-((2-Methyl-1,3-dithian-2-yl)methyl)oxirane (8).
A solution of 2-methyl-1,3-dithiane (6.85 g, 50.0 mmol, 1.00 equiv.) in dry THF (83 mL) under argon was cooled to 0 °C. The solution was stirred for 5 min and a solution of n-BuLi in hexanes (1.6 molL -1 , 31.3 mL, 50.0 mmol, 1.00 equiv.) was added using a syringe pump at 120 mLh −1
. When the addition was complete, the solution was stirred at room temperature for 3 min. The mixture was then cooled down to −40 °C, and a solution of (R)-epichlorohydrin (11.4 g, 50.0 mmol, 1.00 equiv.)
in THF (10 mL) was added using a syringe pump at 2 mLmin −1
. The mixture was stirred at -40 °C for 20 min, and then, it was slowly warmed up and stirred at room temperature for 2 h, until complete consumption of the 2909, 2828, 1480, 1445, 1419, 1373, 1277, 1257, 1239, 1125, 1086, 1061, 1000, 959, 938, 906, 864, 848, 826, 757, 723, 678 3052, 2955, 2984, 2869, 1474, 1412, 1377, 1363, 1349, 1309, 1244, 1211, 1191, 1168, 1121, 1041, 1023, 951, 908, 837, 798, 759 2958, 2905, 2837, 2175, 1714, 1613, 1586, 1513, 1464, 1442, 1421, 1354, 1302, 1246, 1174, 1081, 1032, 960, 839, 820, 759 and subsequently passed through a glass column containing a plug of powdered calcium carbonate (1 g) and silica gel (1 g). After evaporation of the solvent the product was obtained as yellow oil (97% 
2-(But-3-en-1-yl)oxazole-4-carboxylic acid (14).
Using the R2+/R4 flow system a stream containing methyl 2-(but-3-enyl)-oxazole-4-carboxylate 13 (364 mg, 2.0 mmol, 1.00 equiv.) in MeOH (0.3 molL -1 ) was combined with a second stream containing sodium hydroxide (3 mL, 1 molL -1 in water) via a T-piece. The resulting reaction mixture was passed through a CFC residence tube (10 mL, r.t., 50 min) and collected into a roundbottomed flask. After solvent swapping to CH 2 Cl 2 and acidification of the aqueous layer the product was extracted into the organic phase and obtained as off-white solid after phase separation, drying with Na 2 SO 4 , filtration and final evaporation of CH 2 Cl 2 (93%): mp.: 96.6-99.5 °C; IR (neat, cm -1 ): 2600-3200, 1679, 1642, 1590, 1439, 1292, 1253, 1190, 1148, 1112, 979, 907, 869, 782, 740 After passage of a heated CFC reactor (10 mL, 100 °C, 50 min) the reaction mixture was directed through a glass column filled with silica gel (5 g) in order to trap DBU-salts as well as colored impurities. (1.06 g, 4.27 mmol, 1.00 equiv.) in CH 2 Cl 2 (25 mL) was cooled to -78 °C. DIBAL-H (8.55 mL, 1.00 molL -1 in PhMe, 8.55 mmol, 2.00 equiv.) was added dropwise via syringe over 1 h. The reaction stirred an additional 30 min, after which MeOH (1.0 mL) was added via syringe. After 15 min, the reaction was warmed to room temperature and saturated aqueous solution of Rochelle's salt (potassium sodium tartrate, 20 mL) was added.
The resulting emulsion was stirred overnight, after which the layers were separated and the aqueous phase was extracted with EtOAc (3 x 20 mL). 
(R)-tert-Butyl((4,4-dibromo-2-methylbut-3-en-1-yl)oxy)diphenylsilane (19).
A solution of 18 (6.7 g, 20.5 mmol, 1.00 equiv.) in CH 2 Cl 2 (140 mL) was cooled to -10 °C and DMSO (69.7 mL, 983 mmol, 48.0 equiv.) and DIPEA (10.7 mL, 61.4 mmol, 3.00 equiv.) were added. SO 3 •pyridine (9.8 g, 61.4 mmol, 3.0 equiv.) was added and the mixture was stirred for 1.5 h at -10 °C, after which it was diluted with Et 2 O (350 mL). The organic phase was washed with water (2 x 100 mL) and brine (4 x 100 mL) and the organic layer was dried over , 2917, 2359, 2177, 1737, 1643, 1613, 1582, 1514, 1441, 1373, 1349, 1302, 1247, 1173, 1106, 1034, 918, 841, 759, 734 , 2984, 2932, 2837, 2365, 2337, 1639, 1615, 1578, 1512, 1449, 1380, 1362, 1302, 1247 , 2929, 2335, 1642, 1613, 1582, 1514, 1449, 1363, 1302, 1247, 1174, 1108, 1092, 1036, 973, 918 , 2929, 2857, 1643, 1635, 1613, 1581, 1514, 1465, 1449, 1376, 1360, 1249 (13 mg, 0.11 mmol, 10.1 equiv.) was weighed into a 2 mL microwave vial under an atmosphere of nitrogen. After the addition of a stir bar, this vial was sealed with a septum and placed under positive argon pressure. THF (0.5 mL) was added and stirred to create a solution.
MeCHI 2 (8.8 mg, 0.031 mmol, 3.0 equiv.) was added via cannula at 0 °C. After stirring 5 min, the crude aldehyde was added via cannula in 1.0 mL THF. After another 10 min, DMF (8 mL, 0.11 mmol, 10.1 equiv.)
was added drop wise, causing a change to dark green coloration and the formation of precipitates. The reaction was stirred at 0 °C for 90 min at which point 3 mL distilled H 2 O were added. The mixture was diluted with 4 mL Et 2 O and 10 mL EtOAc. The phases were separated, and organic phase was washed four times with 10 mL brine, 
